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DETAILED ACTION 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-10 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 1 recites the limitation "the crystals" in step d. There is insufficient antecedent 
basis for this limitation in the claim. 

In claim 5 ? "accordingly" is ungrammatical. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1-6 and 8-10 are rejected under 35 U.S.C. 102(b) as being anticipated by WO 
97/32644. 

A process for crystallization is taught in WO 97/32644 where impure crystals are 
dispersed in one or more solvents (see page 3, lines 3 1-32). Organic liquids for the solvents are 
taught on page 5. A second phase is also taught, which can be water (see page 5, line 5). The 
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second phase is dispersed into the first phase or vice versa and the emulsion supersaturated (see 
page 14, lines 13-23). Forming microemulsions are taught on page 3, lines 1-15. Subsequent 
crystallization is taught on page 10, lines 1-4. The crystallization process can be further 
optimized by stirring, shaking, or ultrasound. Temperature adjustment is also taught on page 12, 
line 32. Isolating and washing the crystals, possibly with a surfactant, is taught on page 14, lines 
1-10. Page 16, lines 28-35 teach recycling the emulsion after crystals are filtered and reloading 
the emulsion. Page 15, lines 26-33 teach this as a continuous process as it is repeated with the 
recycled emulsion (see page 17, lines 1-5). 

Claims 1-2, 4-6, and 8-10 rejected under 35 U.S.C. 102(b) as being anticipated by 
Reuter '259. 

Reuter '259 teaches a mixture of stereoisomers being dissolved in an organic solvent, 
with the optional aid of ultrasound, shear equipment (mixing), or heating (see column 5, lines 5- 
9). The "oil phase" is emulsified into a water phase (see column 5, lines 26-31). Supersaturation 
is further taught in column 5, line 10. Seeding is taught of the pure stereoisomer in column 5, 
lines 33-37; thus, the other stereoisomers are considered the impurity. Column 6, lines 42-48 
teach a continuous process where the emulsion is filtered and reloaded and the previous steps 
repeated. The crystals are washed with water in the examples. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claims 1-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over Reuter '259 
in view of WO' 97/32644 and Marsh '743. 

Reuter '259 teaches a mixture of stereoisomers being dissolved in an organic solvent, 
with the optional aid of ultrasound, shear equipment (mixing), or heating (see column 5, lines 5- 
9). The "oil phase" is emulsified into a water phase (see column 5, lines 26-31). Supersaturation 
is further taught in column 5, line 10. Seeding is taught of the pure stereoisomer in column 5, 
lines 33-37; thus, the other stereoisomers are considered the impurity. Column 6, lines 42-48 
teach a continuous process where the emulsion is filtered and reloaded and the previous steps 
repeated. The crystals are washed with water in the examples. Reuter does not teach 
microemulsions nor washing while centrifuging. 

However, WO 97/32644 teaches, in a similar process for crystallization, forming 
microemulsions on page 3, lines 1-15. At the time the invention was made, it would have been 
obvious for one of ordinary skill in the art to use the process of Reuter '259 to synthesize pure 
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crystals while forming microemulsions during the process using the teachings of WO /9732644 
because the WO reference teaches microemulsions provide the advantage of being able to 
observe and monitor crystallization and also there is a larger surface area for crystals to move 
from the first phase to the second phase, the improved crystallization rates are realized (see page 
3, lines 1-12). One of ordinary skill in the art would have been motivated to do this because 
improved crystallization rate are advantageous from the points of scale-up and 
commercialization (see page 3, lines 11-12). 

In addition, Marsh '743 teaches centrifuging while washing the crystals on page 5, lines 
34-37. At the time the invention was made, it would have been obvious for one of ordinary skill 
in the art to use the process of Reuter '259 and further optimize it using the teachings of Marsh 
'743 because the Marsh reference teaches that this results in impurities being washed into the 
mother liquor of the crystallization process and purer crystals obtained (see column 5, lines 40- 
43). One of ordinary skill in the art would have been motivated to do this because obtaining 
purer crystals further accomplishes the desired quality of the crystals obtained. 

Claims 1-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over WO' 
97/32644 in view of Marsh '743. 

A process for crystallization is taught in WO 97/32644 where impure crystals are 
dispersed in one or more solvents (see page 3, lines 31-32). Organic liquids for the solvents are 
taught on page 5. A second phase is also taught, which can be water (see page 5, line 5). The 
second phase is dispersed into the first phase or vice versa and the emulsion supersaturated (see 
page 14, lines 13-23). Forming microemulsions are taught on page 3, lines 1-15. Subsequent 
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crystallization is taught on page 10, lines 1-4. The crystallization process can be further 
optimized by stirring, shaking, or ultrasound. Temperature adjustment is also taught on page 12, 
line 32. Isolating and washing the crystals, possibly with a surfactant, is taught on page 14, lines 
1-10. Page 16, lines 28-35 teach recycling the emulsion after crystals are filtered and reloading 
the emulsion. Page 15, lines 26-33 teach this as a continuous process as it is repeated with the 
recycled emulsion (see page 17, lines 1-5). The WO reference does not teach washing the 
crystals during centrifuging. 

However, Marsh '743 teaches centrifuging while washing the crystals on page 5, lines 
34-37. At the time the invention was made, it would have been obvious for one of ordinary skill 
in the art to use the process of Reuter '259 and further optimize it using the teachings of Marsh 
'743 because the Marsh reference teaches that this results in impurities being washed into the 
mother liquor of the crystallization process and purer crystals obtained (see column 5, lines 40- 
43). One of ordinary skill in the art would have been motivated to do this because obtaining 
purer crystals further accomplishes the desired quality of the crystals obtained. 



Conclusion 

The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Anthony J Kuhar whose telephone number is 703-305-7095. The 
examiner can normally be reached on 8:00 am - 4:30 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Stan Silverman can be reached on 703-308-3837. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-872-9310 for regular 
communications and 703-305-93 1 1 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0661. 





AK 

October 2, 2002 



